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Supplementary Figure S5. UL interface stabilities for GluA1-4 (A)
We show the distances measured between Phe residues at the UL interfaces, between the two protomers, in each of GluA1, GluA2 and GluA4. There are two pairs of the Phe-Phe interaction at the UL interface, which are both maintained in GluA1, GluA2 and GluA4. (B) The same distance is shown for GluA3. In GluA3, one of the interaction weakens at ~30ns, after which it exhibits large fluctuations. The snapshots of the interacting pairs of Phe (F56A_F88B, and F88A_F56B) in GluA3 are illustrated at t=0ns, 29ns and 52ns. While the F56A_F88B interaction is maintained, the F88A_F56B interaction is disrupted, mainly due to movement of F56B. Figure S6 . Time evolution of interlobe distance observed for wild type and mutant GluA2 and GluA3. (A) Distance between the LL mass centers for GluA2 (black), GluA3 (orange), GluA2 mutant (L144D) (teal) and GluA3 mutant (R163I) (magenta). GluA2 WT and GluA3 mutant R163I are highly stable, indicated by the constant distance maintained, at ~ 3nm. On the other hand, the destabilizations of the LL interface in GluA3 WT and GluA2 mutant L144D are evident during the early stages of the simulation, lasting up to ~ 40ns. (B) Distance between UL-LL salt-bridge forming residue bresidues pairs D98 and K112 for GluA2 (black) and GluA2 L144D mutant (teal). The distance is measured in terms of the minimum distance between any two atoms of the two residues. (C) same as (B) between UL D104 and LL R141 for GluA3 (orange) and GluA3 R163I mutant (magenta). Figure S7 . Comparison of the time evolution of RMSDs in residue positions for AMPAR NTDs. Results are shown for both protomers in (A) GluA1 (B) GluA2 and (C) GluA3, and (D) GluA4. A departure of ~0.35 nm from the starting structure is observed in GluA2 and GluA4 protomers. In GluA3 this value reaches ~0.47nm (originating from the enhanced mobility of the LL helices αE and αF, in particular) and in GluA1, 0.55nm (due to large mobility of the αH region). Supplementary Table S1 . (Relates to Figure 1,2 
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